Herpes simplex virus latent phase transcription facilitates in vivo reactivation.
The biological role of latent phase transcripts was studied in a rabbit model of herpes simplex virus type I (HSV-I) ocular reactivation. Virus X10-13, a variant of HSV which does not express latency associated transcripts (LAT), has been previously shown to establish latent infection in mouse sensory nerve ganglia, and LAT(-) virus can be recovered upon explantation and cocultivation of ganglia. In the rabbit, we show here that this virus replicates normally on the cornea and conjunctiva and establishes latent infections in corresponding trigeminal ganglionic neurons. However, X10-13 is not efficiently reactivated after iontophoresis of 0.01% epinephrine into the cornea. In contrast, XC-20, a LAT(+) derivative of X10-13 in which LAT expression had been restored by marker rescue of X10-13 with a cloned HSV-I EcoRI J + K fragment, reactivated at a significantly higher rate. Control experiments indicated that XC-20 and X10-13 established latent infections in an equivalent number of neurons. We conclude that latent phase transcription of HSV facilitates ganglionic reactivation and subsequent ocular shedding of the reactivated virus.